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Ondansetron. A review of its pharmacology and preliminary 
clinical findings in novel applications. 
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SOURCE: Drugs, (1996 Nov) 52 (5) 773-94. Ref: 185 

Journal code: 7600076. ISSN: 0012-6667. 
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The use of ondansetron, a selective serotonin 5-HT3 receptor antagonist, 
is well established in patients with nausea and vomiting associated with 
cancer chemotherapy, radiotherapy or anaesthesia and surgery. The wide 
distribution of 5-HT3 receptors in the body and the role of these 
receptors in disease have provided the rationale for investigation of 
ondansetron in novel applications. Preliminary data have shown 
ondansetron to have clinical benefit in patients with nausea and vomiting 
associated with drug overdosage or poisoning, anti- infective or 
antidepressant therapies, uraemia or neurological trauma, and in patients 
with pruritus. Patients with gastrointestinal motility disorders (e.g. 
carcinoid syndrome, irritable bowel syndrome, diarrhoea associated with 
cryptosporidiosis or diabetes, and chronic refractory diarrhoea) have also 
shown some improvement when treated with ondansetron, as have patients 
with certain pain or QTSjv related disorders [e.g. alcohol 
(ethanol) dependence, ""opiate withdrawal, vertigo, cerebe llar 
tremor and Parkinson's disease treatment-related psychosis"] - : In 
^OiTtra's't to conventional antiemetics, ondansetron is generally well 
tolerated with a lower incidence of sedation and only isolated case 
reports of extrapyramidal reactions. Furthermore, unlike dopamine 
receptor-blocking neuroleptics, ondansetron does not appear to worsen the 
symptoms of Parkinson's disease. Thus, in addition to its established 
indications, preliminary results suggest that ondansetron may be 
beneficial in a number of novel applications. This drug may represent a 
treatment alternative in patients with refractory disease, or an effective 
treatment of conditions for which current therapies are either poorly 
tolerated or not available. Further investigation of ondansetron in a 
range of potential new applications appears to be warranted. 
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Vomiting and gastroesophageal motor activity in 
children with disorders of the central 
nervous system. 
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BACKGROUND: Vomiting is common in children with disorders of the 
central nervous system (CNS) and is 

usually ascribed to gastroesophageal reflux (GER) . However, recent 
acquisitions on the pathophysiology of vomiting suggest that the 
dysmotility of the foregut may be more widespread. METHODS: Fifty-five 
children with CNS disorders, 50 of whom suffered from retching 
and/or vomiting (18 following f undoplication) were studied. We 
assessed GER by 24 hour pH monitoring and endoscopy, gastric electrical 
activity by electrogastrography , and gastric half -emptying time (Tl/2) of 
a milk meal be electrical impedance tomography. RESULTS: Of the 50 
vomiting patients, 29 had GER (reflux index of 5.7%-87.4%; 
controls: < 5%), and 31 had gastric dysrhythmias (12 tachyarrhythmia at 
5.5-11.2 cpm, 4 bradyarrhythmia at 1.7-1.9 cpm, 15 unstable electrical 
activity; controls; 2.2-4.0 cpm). Sixteen patients had GER and gastric 
dysrhythmias. Eleven of 18 patients with fundoplication had gastric 
dysrhythmias. Gastric Tl/2 was delayed in 12 of 13 patients with gastric 
dysrhythmia (6 with GER), versus 2 of 5 with GER alone. No abnormalities 
were detected in the 5 patients who did not suffer from vomiting 

CONCLUSIONS: Children with CNS disorders who vomit 
have abnormal gastric motility as often as GER. Following fundoplication, 
many patients continue to have symptoms possibly related to gastric 
dysrhythmias, the effects of which may be unmasked by fundoplication. 
Foregut dysmotility may be related to abnormal modulation of the enteric 
nervous system by the CNS or to involvement of the enteric 
nervous system by the same process affecting the brain. 
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AB The regulation of appetite is a complex process that we are just beginning 
to understand. It consists of both central and peripheral elements and 
involves the integration by th e brain of a variety of signals from 
peripheral organs transmitted"~by neurotrans mitte rs, pep tides, hormones , 
and metabolites. All available anorectic drugs act by central mechanisms 
and have several disadvantages including limited effectiveness, side 
effects on the central nervous system, the 

development of tolerance, abuse potential, and rebound hyperphagia on 
discontinuance. Several appetite -modulating agents have been tested in 
animals that act by peripheral mechanisms and do not produce tolerance or 
rebound hyperphagia, which suggests that peripherally acting anorectic 
drugs may provide novel therapeutic approaches to disorders of 
appetite regulation in humans. 


